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tein stability ( Figure 1A ). In an unprecedented step for (2005) report that the fruit fly E75 nuclear receptor nuclear-receptor ligand identification, the authors excontains heme in its ligand binding pocket and that tended their studies to full-length E75 protein purified the oxidation state of this molecule controls E75 acfrom SF9 and S2 insect cell lines as well as from detivity. They also show that E75-heme responds to the veloping fruit fly pupae. They demonstrated that E75 is small diatomic gases, nitric oxide and carbon monoxalways conjugated with heme in stoichiometric amounts. ide. This study sheds light on how heme, gas signalLike other heme-containing proteins, the heme group ing, and nuclear receptors interact to control metain E75 can be reversibly oxidized and reduced, leading bolic and developmental pathways. As the authors note, one possible role for heme in E75 signaling emerges from studies in the yellow fever mosquito, Aedes aegypti. A pulse of ecdysteroids in the female mosquito, in response to a blood meal, triggers a cascade of gene expression that ultimately controls oogenesis and yolk production. The E75 gene is one of the primary ecdysteroid-induced genes in this pathway (Pierceall et al., 1999) . Given that heme is a major byproduct from the blood meal, this system provides an ideal context for testing the hypothesis that heme levels, or the state of heme oxidation, might regulate E75 function.
Heme binding by E75 can be disrupted by mutating 
